Abstract
Here we report the clinical data of a large family, finding in patients under 40 is hypertension in two of eight subjects. unlinked to PKD1 and to PKD2 genes, followed-up in our Hospital since 1984.
Progression to chronic renal failure Family description
Only patients with more than 36 months of follow-up and a minimum of three serum creatinine determina-A large five-generation family from the centre of Portugal, including 79 at-risk subjects and 34 spouses, tions were included in this analysis. A reciprocal of serum creatinine vs time plot was constructed for each is reported. Index case (II-9) was referred by his general practitioner to our outpatient clinic in 1984 patient and the equation of the regression line was used to calculate the rate of progression to chronic because of renal failure. In 1990, within the framework the Concerted Action of the European Community renal failure. Results are summarized in Table 2 . The more negative the slope, the steeper is the regression entitled 'Toward prevention of renal failure caused by inherited polycystic kidney disease', members of the line, the faster is the progression. As previously stated two patients reached ESRD. family were invited to participate in the genetic studies. Forty-three first-degree relatives (six already dead, nine
There is a large variation in the rate of progression between members of this family. The most striking under 18 years) and 19 subjects with 25% risk (three dead ) were identified. A partial pedigree is shown in example is found comparing the rate of progression in a pair of dizygotic twins (II-9 and II-10); while Figure 1 . Diagnosis of ADPKD was made by clinical and ultrasonographic criteria according to Bear et al. II-9 had reached end-stage renal failure and had a faster rate of progression (increasing 1.6 mg of [10] . Genetic linkage studies in this family, published elsewhere [5], revealed negative lod scores for both creatinine/year), his sister still had a normal renal function and almost non-progressive renal disease PKD1 and PKD2 genes, indicating that a third genetic locus is responsible for the disease.
(increasing 0.0001 mg/year). Variability in the rate of progression was also found in other subjects of the same generation (III-11 and III-13) as well as in
Clinical data
different generations (III-7, IV-7, IV-8).
All patients included in this study gave informed
Conclusions
consent and had a renal and abdominal ultrasound. Diagnosis of ADPKD was established in 20 (two were obligate carriers) of 31 screened at risk subjects. Blood This family exhibits a phenotype close to that described in PKD1 families. In fact, older members had significfor genetic studies and for current blood chemistries was drawn from each patient. Subjects were considered ant deterioration of renal function and two of them had reached end-stage renal failure and had already hypertensive if they were on anti-hypertensive medication or if their blood pressure was over 140/90 mmHg started dialysis. On the other hand, almost all affected members older than 40 had hypertension as compared in three separate measurements. Affected patients were invited to follow-up in our outpatient clinic on a to only two in 13 unaffected members in this age group; on the other hand, 60% of the patients had 6-month basis or earlier if appropriate. Data from all patients are summarized in Table 1 . All but one patient hepatic cysts. We found no other evidence for systemic involvement. However, intracranial aneurysms and aged over 40 were hypertensive and exhibited decreased renal function; in this group 60% had liver cysts. colonic diverticuli were not screened as it meant invasive methods of detection and there was no past history Except for abdominal hernia in two patients and pancreatic cysts in one, no other evidence for systemic of ruptured aneurysms or symptoms suggesting colonic involvement that justified this approach. involvement was found, namely history of ruptured intracranial aneurysm or colonic diverticuli. The only To our knowledge only five families, including ours, she has hypertension, hepatic cysts, and large kidneys.
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